ABSTRACT -Topiramate was administered to eight patients with classical trigeminal neuralgia with or without previous symptomatic therapy with other antiepileptic drugs. The topiramate doses ranged from 50 to 100 mg a day, according to the clinical response and the reported side effects. Three patients had complete symptoms remission, three reported moderate improvement, and the treatment was not effective in two. The most frequently registered side effects were dizziness, somnolence and weight loss. Topiramate can be considered an alternative treatment for patients with trigeminal neuralgia.
. Because of the frequency of attacks and their severity, chronic preventive therapy is necessary. however, the treatment of this disorder remains a therapeutic challenge because clinical treatment frequently fails 2, 3 .
Some antiepileptic drugs are effective in improving TN symptoms. Carbamazepine is the most frequently prescribed of them. Recently, gabapentin has demonstrated analgesic effect for the treatment of TN and others neuropathic pain syndromes [4] [5] [6] [7] . Topiramate is a new antiepileptic drug that blocks sodium channels, enhances GABA activity by interacting with a non-benzodiazepine site on GABA A receptors, and selectively blocks AmPA/kainite glutamate receptors 8 . Some studies have demonstrated that topiramate can be considered an alternative treatment for classical and symptomatic trigeminal neuralgia 9, 10 . We report our experience on the use of topiramate for trigeminal neuralgia.
METHOD
eight patients attended in the emeSCAm headache Clinic were included in this study. All of them were diagnosed as having classical trigeminal neuralgia according to the International Classification of headache disorders 11 .
Previous treatments for TN were recorded. All of them reported frequent and intense pain episodes when topiramate was started. The initial dose was 25 mg once a day.
The patients were evaluated weekly. If pain was still reported and if there was not intolerance to the medication topiramate was increased 25 mg every week to a maximum of 100 mg a day. The patients were followed during eight weeks. The relief of the symptoms was graduated into four levels according to the report of the patient: absent, little, moderate, and complete, and was recorded every visit and at the end of the follow-up time. All the topiramate side effects were registered. This study was approved by the local ethic committee.
RESULTS
The mean age was 62±14.4 years. Five patients were female. Two patients were already under treatment for trigeminal neuralgia. one of them with carbamazepine (1200 mg/day) and the other was receiving carbamazepine (600 mg/day), baclofen (30 mg/ day), and amytriptiline (25 mg/day). None of these two patients had good clinical response with these drugs. The time of disease ranged from one week to thirty years.
The topiramate maximum dose was 100 mg (2 patients), 75 mg (1 patient), and 50 mg (5 patients). Seven of the patients have completed the eight weeks follow up time with topiramate. one of them has interrupted the treatment due to intolerance to topiramate. A complete remission of the pain attacks was obtained in 3 patients using topiramate 50 mg/day. A moderate improvement was reported by 3 patients, one with 50, one with 75, and one with 100 mg a day of topiramate. The patient with moderate improvement with 50 mg of topiramate has interrupted the medication during the third week of treatment due to intolerance. At that time this patient referred moderate improvement with topiramate. The patient with moderate improvement with 75 mg did not tolerate 100 mg a day and returned to 75 mg a day. The patient with moderate improvement with 100 mg of topiramate was previously using carbamazepine 1200 mg/day and this drug was not interrupted during the follow up time. Two patients reported little improvement with 100 mg/day of topiramate. one of these patients was already receiving carbamazepine 600 mg/day, baclofen 30 mg/day, and amytriptiline 25 mg/day. Among the six patients that used only topiramate, three had complete remission, two had moderate improvement but one of them did not tolerate the two months treatment, and one had little improvement. Among the two patients in whom topiramate was added to other drugs, one had moderate and one had little improvement.
Four patients referred side effects of topiramate. Three patients referred dizziness and sedation. one of these patients interrupted topiramate due to these symptoms. one patient had cognitive impairment, one had fatigue, one had nausea, one had blurred vision, and one complained weight loss. except for the patient that interrupted topiramate treatment all the other reported that side effects disappeared in the second month of treatment.
DISCUSSION
Carbamazepine is usually the first-line therapy for TN. Gabapentin also has showed to be effective in the treatment of this disease. The introduction of newer antiepileptic drugs in the spectrum of therapeutic options for TN may be helpful since not all patients obtain complete remission of pain with traditional drugs and also because patients may show intolerance with some antiepileptic drugs and not with others.
Six patients (75%) in our study had complete or moderate improvement of TN symptoms using topiramate, five of them (62.5%) have completed the two months follow up. one of these patients was already using carbamazepine without clinical response with this drug. After 100 mg a day of topiramate this patient referred improvement although his clinical response was considered moderate. Two patients reported only a little clinical improvement; both of them with 100 mg a day of topiramate. one of them was already using other drugs and reported just a little improvement after topiramate. Therefore the use of topiramate alone was efficient and well tolerated in most of the patients and the association of topiramate with other drugs brought moderate relief in one and little relief in another patient.
The topiramate doses we used in this study were lower than the doses used in a previous study with topiramate for TN treatment 9 . It is also interesting that all the three patients in our study with complete clinical remission used only 50 mg a day of topiramate. It suggests that lower topiramate doses can be initially tried for TN and that the improvement with topiramate treatment may be seen in the beginning of the treatment.
This study has limitations. First, the group of patients was not homogenous in terms of time of disease and previous treatments. Second, the study was not controlled. Third, the follow up time was short. however, considering that trigeminal neuralgia is not a common disorder and that there are not many controlled and comparative studies in TN, we believe our data are relevant. our data strength the hypothesis that topiramate can be considered a relatively safe drug that is potentially effective in the treatment of TN. Also our data suggest that small doses than previously tried in other studies can be used and the progressive increasing doses schedule may be efficient and may enhance tolerability to this drug.
